Introduction
Currently, breast cancer is the second most common cancer in the world and the most common cancer in women. In Spain, it ranks fourth in incidence in the general population. In 2015, 27,747 patients were diagnosed with this disease, accounting for 11.2% of the total number of tumors diagnosed in Spain. 1 About 5% of patients have metastatic disease at the time of diagnosis, and it is estimated that 20%-25% of patients diagnosed with early stage disease will eventually experience metastatic relapse. 2 In terms of mortality, breast cancer is the leading cause of cancer-related deaths among women in developed countries, 1, 3, 4 and Spain is no exception: in 2015, 6,213 deaths due to this disease were recorded. 1 Despite the available treatments, locally advanced or metastatic breast cancer (ABC) is considered to be essentially incurable. 5, 6 The two main therapeutic goals are to improve survival and optimize patients' quality of life. 6 The management of ABC is complex, and the participation of a multidisciplinary team is essential. 5, 6 In patients with hormone receptor-positive (HR+) and human epidermal growth factor receptor 2-negative (HER2-) disease, hormone therapy (HT) is the treatment of choice in the first-line treatment, even in the presence of visceral disease, unless visceral crisis occurs. 5, 6 Good results were observed during the clinical development of cyclin-dependent kinase 4 and 6 (CDK4/6) inhibitors, a new class of innovative medications for the treatment of HR+/HER2-ABC, which includes palbociclib and ribociclib. 7, 8 This has prompted the most recent international clinical guidelines to list these drugs as therapeutic candidates, in combination with aromatase inhibitors (AIs), in the first-line treatment of patients with HR+/HER2-ABC. 5, 9 CDK4/6 inhibitors in combination with AIs have shown not only a manageable safety profile 10 but also improved clinical response and progression-free survival (PFS). 11 To address the long-term economic challenges associated with therapeutic innovations, the uncertainty regarding the relative value of the different therapeutic options, and budgetary constraints faced by the Spanish National Health System (NHS); this study was designed to evaluate the costeffectiveness of ribociclib vs palbociclib, both in combination with letrozole, as the first-line treatment in postmenopausal women with HR+/HER2-ABC from the perspective of the Spanish NHS.
Patients and methods study design
A targeted non-systematic literature review was performed to retrieve pharmacoeconomic assessments, studies on cost and use of resources associated with ABC, and to obtain the main parameters for the pharmacoeconomic model. A panel of four clinical experts in oncology and one hospital pharmacy in the Spanish setting participated in the validation of the model assumptions through a structured questionnaire with with 149 total queries presented as matrix, closed-ended, and opened-ended questions. Individual responses were analyzed, gathered, and presented to reach a consensus through a face-to-face meeting.
Patients
The study population was a hypothetical cohort of postmenopausal women receiving the first-line treatment for HR+/HER2-ABC. On the basis of pivotal clinical trials of CDK4/6 inhibitors (MONALEESA-2 and PALOMA-2), 8, 12 average age was 62 years, with an estimated mean body surface of 1.7 m 2 .
13,14

Therapeutic options
Currently, ribociclib and palbociclib are the only CDK4/6 inhibitors authorized for the treatment of HR+/HER2-ABC in Spain. 15 Both drugs are dispensed via hospital pharmacies. 16 The recommended daily dose of ribociclib and palbociclib is 600 mg once a day orally (po) and 125 mg once a day po, respectively. Both drugs should be administered for 21 consecutive days followed by 7 days without treatment. Letrozole is administered at a dose of 2.5 mg once a day po in concomitant treatment and monotherapy. [17] [18] [19] The pharmacoeconomic model also included subsequent treatments attributed to disease progression. It was assumed that the subsequent treatments would remain independent of the CDK4/6 inhibitors used in the first-line treatment. The duration of subsequent treatment was obtained from the study by Macalalad et al, 20 which describes the usage patterns and durations in real clinical practice of the second-and third-line treatments of postmenopausal patients with HR+/HER2-ABC. The distribution of the chemotherapies, targeted therapies, and endocrine therapies administered as subsequent treatments was based on the clinical practice recommendations of the Spanish Society of Medical Oncology, described in the consensus document in the study by Gavilá et al. 6 The treatments with higher degree of recommendation and levels of evidence were selected. The selection, duration, and distribution of the subsequent treatments were validated by the panel of clinical experts (Table 1) .
Type of analysis
The costs (monetary value) and effects (health benefit) of the therapeutic options were compared. Results of this analysis were expressed as an incremental cost-effectiveness ratio 21 a time horizon of 15 years was set, which was sufficient to capture differences between the compared strategies in terms of costs and health outcomes. In accordance with Spanish guidelines, a discount rate of 3.0% was applied to both costs and health outcomes. 22 
Pharmacoeconomic model
A cohort-based partitioned survival model was developed to simulate the natural history of the disease, using three mutually exclusive health states: 1) progression-free (PF), which was in turn divided into two sub-states: PF with complete response (CR) or partial response (PR), or PF with stable disease (SD); 2) progressed disease (PD); and 3) death (Figure 1) . The two health sub-states were included to capture the quality of life benefits associated with tumor response in ABC patients who remained PF.
All patients in the hypothetical cohort of postmenopausal women with a confirmed diagnosis of HR+/HER2-ABC entered the model in a state of PF with SD, and the treatment was started immediately. Their health states could transition to PF with CR/PR, PD, or death. All transitions between health states were assumed to occur on a monthly basis (cycles determined in the model). A transition in the health state from PF with SD to PF with CR/PR was considered as an improvement in the patient's quality of life. In contrast, a transition in the health state from PF to PD implies a diminished quality of life as a result of the disease progression, emotional burden, and clinical impact. The PD health state captures clinical outcomes experienced by ABC patients as they receive subsequent treatments after the first-line therapy. Consequently, after transitioning to the PD health state, patients could only transition, at some stage, to the death state.
Both CDK4/6 inhibitors have not been directly compared in head-to-head clinical trials, but clinical trials that evaluated the efficacy of both treatments used the same comparator: letrozole monotherapy. Accordingly, the letrozole monotherapy arm from the MONALEESA-2 study was established as the reference group to estimate survival curves for ribociclib+letrozole and palbociclib+letrozole. After the parameterization and extrapolation of the area under the curves of the PFS and overall survival (OS) for letrozole monotherapy in the MONALEESA-2 study, the hazard ratios (HRs) obtained from the comparisons of ribociclib+letrozole or palbociclib+letrozole vs letrozole monotherapy were applied (see clinical parameters below). In every cycle of the model, the proportion of patients in the PF state was obtained from the PFS curves (P PF =P PFS ). The proportion of patients in the death state in every cycle was 
Clinical parameters
Efficacy PFS and OS for ribociclib+letrozole were obtained from the phase III MONALEESA-2 study (data cutoff, January 2, 2017). 23 PFS parameters for palbociclib+letrozole were obtained from the phase III PALOMA-2 study (data cutoff, May 31, 2017), 24 whereas the OS data were obtained from the phase II PALOMA-1 clinical trial (data cutoff, December 30, 2016) 25 since the OS data have not been published in the PALOMA-2 trial. All of these studies assessed the efficacy and safety of both CDK4/6 inhibitors in combination with letrozole, compared with letrozole monotherapy in the firstline treatment of postmenopausal women with HR+/HER2-ABC and comprise the main sources of clinical evidence of both CDK4/6 inhibitors. 26, 27 As no head-to-head clinical trials were available, the individual results of the different clinical trials had to be taken into consideration. Matching-adjusted indirect comparison (MAIC) was used to match the individual data of the MONA-LEESA-2 study with those of PALOMA-1 and PALOMA-2 studies. This is a technique that allows two studies to be compared when the individual data of the patients from one of the studies are available (MONALEESA-2), but not from the other studies (PALOMA-1 and PALOMA-2). Thus, the individual patient-level data of the MONALEESA-2 study were adjusted and weighted to match with the published data from the PALOMA-1 and PALOMA-2 studies. MAIC was used to estimate the adjusted HR of ribociclib+letrozole vs letrozole monotherapy. 28, 29 The results obtained from the MAIC were considered for the base case, whereas the use of non-adjusted HR was considered as a sensitivity analysis ( Table 2) .
Since the follow-up period in the MONALEESA-2 study was shorter than the time horizon considered in the model, the respective PFS and OS curves for letrozole monotherapy from the MONALEESA-2 study (reference arm) had to be extrapolated using parametric adjustment. The following parametric distributions were tested: exponential, loglogistic, log-normal, Gompertz, gamma, generalized gamma, and Weibull. To determine the degree of adjustment of the parametric curves obtained from the Kaplan-Meier (KM) curves, the Akaike information criteria (AIC) and Bayesian information criteria (BIC) were used. According to both criteria, all tested distributions provided a similar goodness of fit to the KM curve values. However, in the period after the MONALEESA-2 study follow-up, the models generated highly variable extrapolations. For this reason, the selection of the parametric distribution was based fundamentally on the clinical plausibility of the data extrapolated to the long term. Taking into account the results of studies carried out with the first-line letrozole monotherapy in women with HR+/ HER2-ABC, 8, 12, [30] [31] [32] [33] [34] clinical experts agreed that it would be clinically plausible to see PFS rates of between 8%-10% and 1%-2% at 5 and 10 years, respectively. They also confirmed that it would be clinically plausible to observe OS rates of between 20%-30% and 1%-5% for letrozole monotherapy at 5 and 20 years, respectively. In accordance with the criteria for clinical plausibility and goodness of fit, the exponential distribution and Weibull distribution were used when modeling the KM curves of the letrozole monotherapy arm for PFS and OS, respectively (Table S1 ; Figures S1 and S2). 29 
safety
The model included adverse events (AEs) associated with the first-line treatments. Only severe events (grade 3 or above) that met the following criteria were considered: AEs related to treatment and likely to result in hospitalization or expected to have a meaningful impact on patient's well-being. As a result, the AEs included in the model were diarrhea, infection, nausea, febrile neutropenia, pulmonary embolism, and vomiting. The incidence of AEs was obtained from the phase III clinical trials (Table 2) . 18, 26, 27 Quality of life Utility values were used to represent the impact on quality of life of each health state considered by the model, on a scale of 0 (death) to 1 (perfect health). QALYs associated with each of the therapeutic options evaluated were estimated by assigning the utility values to the health states.
The utility values for the PF state were obtained from the MONALEESA-2 study, quantified using the EQ-5D-5L quality of life questionnaire. The utility values for the PD state were obtained from the quality of life study by Lloyd et al 35 conducted in 100 patients with ABC using the standard gamble method ( Table 2) .
Use of resources and costs
Direct health costs considered in the analysis included drug costs, administration costs, costs associated with monitoring, costs attributed to the patient's health state, costs for the management of AEs, and costs of end-of-life care.
List ex-factory prices (EFPs) were used in the base case to estimate drug costs. 16 It should be acknowledged that the 
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Ribociclib cost-effectiveness analysis in the first-line treatment of HR+/HER2-ABC reimbursed price of ribociclib and palbociclib are lower than the reported EFP, when charged to the Spanish NHS. 16 Those reimbursed prices by the NHS are confidential and could not be used in this study ( Table 3) .
The use of resources in the management of ABC according to the clinical practice in Spain was obtained from the expert panel, allowing the cost estimation of the different health states considered in the model. Costs due to subsequent treatments (second-and third-line therapy) were considered in the PD state. The resources used during the month before patient's death were also obtained from the expert panel. In both cases, resources associated with both health states and end-of-life care were considered to be independent from the CDK4/6 inhibitor used during the first-line treatment. The use of resources associated with the monitoring of both CDK4/6 inhibitors was based on the initial monitoring recommendations from the respective product information sheets. 17, 18 The costs of initial monitoring were applied in the first cycle of the model. For palbociclib+letrozole, according to the product information sheet of palbociclib, a follow-up monitoring was also taken into consideration after the sixth treatment cycle (Table 3) . 18 The unit costs assigned to intravenous administration, disease management, management of AEs, monitoring, and end-of-life care were obtained from databases and cost studies carried out from the perspective of the Spanish NHS. 13, [36] [37] [38] All costs were expressed in Euros for 2017. The cost attributed to each cycle of the model (1 month) in which patients remained in the PF health state during the time horizon of the analysis was €107.33. For patients in the PD health state, the cost of the cycle was €544.77, including the cost associated with treatments administered after the first-line treatment (€329.09 for each cycle). With regard to initial monitoring, the costs of patients treated in the first line with ribociclib and palbociclib, both in combination with letrozole, were €396.79 and €20.97, respectively. For palbociclib+letrozole, a subsequent monitoring cost of €3.23 per model cycle was also taken into account. The total costs attributed to AEs with Only severe events (grade 3 or above) that met the following criteria were considered: aEs related to treatment and likely to result in hospitalization or expected to have a meaningful impact on patient's well-being. Abbreviations: AE, adverse event; CI, confidence interval; CR, complete response; HR, hazard ratio; LZE, letrozole; MAIC, matching-adjusted indirect comparison; OR, odds ratio; PR, partial response; sD, stable disease.
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Dovepress galve-Calvo et al CDK4/6 inhibitors were €317.24 and €369.93 for patients treated with ribociclib and palbociclib, respectively, both in combination with letrozole. The cost attributed to end-of-life care was €3,966.31 (Table 3) .
The model considered dose reductions of CDK4/6 inhibitors during treatment, given that during their clinical development, a proportion of patients required dose modifications to alleviate AEs. 8, 39 For ribociclib, the dose reductions observed in the MONALEESA-2 trial (data cutoff, January 2, 2017) were applied in each cycle. No dose reductions had to be applied for palbociclib, since the prices of the three pharmaceutical forms authorized in the Spanish setting are equivalent (Table 3) , so the drug cost attributed to an ABC patient receiving full dose of palbociclib is the same as for a patient receiving a reduced dose.
However, in the base case, a drug wastage cost was assumed for palbociclib, since whenever a patient with ABC needs to reduce her dose during the treatment cycle, a new drug package must be used (switch from 150 to 100 mg or from 100 to 75 mg). According to the results of the study by Li et al, 40 who assessed the dosing patterns and economic implications of palbociclib in real clinical practice in the treatment of postmenopausal women with HR+/HER2-ABC, 10.3% of the patients were assumed to have experienced prescription fill overlap (average 11.1 days). In the case of ribociclib, each commercial package has a different drug price, but they all contain 200 mg tablets with an equivalent price per tablet, so it was considered acceptable to assume that dose modifications would not require a new package.
sensitivity analyses
The uncertainty associated with the study variables and the robustness of the obtained results were evaluated using deterministic (univariate analysis) and probabilistic sensitivity analyses (PSAs).
Univariate sensitivity analysis
Alternative parametric distributions were tested for modeling letrozole monotherapy PFS and OS curves (reference arm). Base case parametric distributions were selected based on the best goodness of fit and clinical plausibility. Moreover, while maintaining the base case parametric distribution in the letrozole monotherapy PFS and OS curves, the use of alternative unmatched HRs was tested.
With regard to patient characteristics, the results of the analysis were evaluated after varying age by ±20%. For quality of life parameters, an analysis with a variation of ±20% of the utility values used was proposed. In addition, it was assessed to consider the utility values quantified by using the EQ-5D-5L quality of life questionnaire in the MONA-LEESA-2 trial for the PD health state.
With regard to economic parameters, given the uncertainty of the prices reimbursed by the Spanish NHS, a scenario was proposed involving price parity between ribociclib (package of 200 mg, 63 tablets) and palbociclib (package of 125 mg, 21 capsules). In addition, an analysis that did not include drug wastage attributed to the change in dose during palbociclib treatment was proposed. Variations of ±20% were applied to costs associated with monitoring, patients' health states, drug costs of subsequent treatments, and costs of managing AEs.
With regard to structural parameters, discount rates per time preference of 0% and 5% were considered, both in costs and health effects, together with alternative time horizons (5, 10, 20, and 30 years).
Probabilistic sensitivity analysis
The PSA consists of simultaneously modifying all the parameters of the model according to an established distribution. Two thousand simulations were performed using the MonteCarlo method. 41 A beta distribution for utility and clinical parameters was applied (except for response and HRs, for which a log-normal distribution was used), whereas a gamma distribution was used for the economic parameters (except for end-of-life costs and costs of subsequent treatments, for which a log-normal distribution was used) ( Table S2 ). The results of the probabilistic simulation were shown in an incremental cost-effectiveness plane and an acceptability curve.
Given the uncertainty of the prices reimbursed by the Spanish NHS as mentioned above, a PSA was proposed with price parity between ribociclib (package of 200 mg, 63 tablets) and palbociclib (package of 125 mg, 21 capsules), maintaining the price proportionality per package of the other ribociclib pharmaceutical forms depending on the number of tablets per package.
Results
Base case
The results of the base case analysis, which took into account the comparators' list price, showed that the treatment of postmenopausal women with HR+/HER2-ABC, when the first-line ribociclib is used instead of palbociclib, both in combination with letrozole, involves an incremental cost of €439.86 together with an incremental effectiveness of 0.437 LYs and 0.285 QALYs. These outcomes resulted throughout the patient's life from the first treatment for advanced disease, 
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37 e Unit cost updated to 2017 Euros from the study by alba et al. 13 f Unit cost updated to 2017 Euros from the study by isla et al. 36 g Unit cost updated to 2017 Euros and estimated from nhs minimum basic data set. (Table 4) . Considering the willingness-to-pay thresholds most commonly established in the Spanish setting (from €20,000 to €30,000/QALY gained), [42] [43] [44] ribociclib+letrozole would be a cost-effective treatment option compared to palbociclib+letrozole in the first-line treatment of HR+/HER2-ABC in postmenopausal women. Table 4 details the univariate sensitivity scenarios assessed. For each scenario, the main results are shown, expressed in incremental costs, LYs and QALYs, and the respective ICER and ICUR. Sensitivity scenarios that generated greater variability in the results of this analysis were listed in a decreasing order: price parity between the CDK4/6 inhibitors, alternative parametric distributions, and finally short-term time horizons (Table 4) .
sensitivity analyses
Due to the significant variability observed in the price parity scenario, an ad hoc sensitivity analysis was conducted to describe the impact of the differential drug cost between ribociclib and palbociclib, whereas the remaining parameters were not modified. As represented in Figure 2 , the y-axis shows the resulting incremental cost, and the x-axis shows the relative differential drug cost between both CDK4/6 inhibitors. The extremes show the base case on one side, with the reported EFPs for both CDK4/6 inhibitors, and the scenario of price parity between both CDK4/6 inhibitors on the other side. With a relative reduction of >0.50% in the notified EFP for ribociclib (package of 63 tablets × 200 mg, <€4,422.28), the use of ribociclib+letrozole would represent a dominant alternative (greater effectiveness and lower costs) compared to palbociclib+letrozole.
The results of the PSA are shown in Figure 3 (without price parity between both CDK4/6 inhibitors) and Figure 4 (with price parity between both CDK4/6 inhibitors) using an incremental cost-utility plane ( Figures 3A and 4A ) and an acceptability curve ( Figures 3B and 4B) .
Ribociclib+letrozole is a dominant option over palbociclib+letrozole in 15.75% of the simulated cases. In 68.15% of the simulations, ribociclib+letrozole provides greater effectiveness and results in higher costs than palbociclib+letrozole. In 6.20% of the simulations, it is a less effective and less costly option. Finally, in 9.90% of the PSA simulated cases, ribociclib+letrozole represents an option dominated by palbociclib+letrozole ( Figure 3A) . Considering the willingness-to-pay thresholds most commonly established in the Spanish setting (from €20,000 to €30,000/QALY gained), [42] [43] [44] 78.10% of the PSA simulations were found to be below this threshold ( Figure 3B ).
In the price parity scenario, ribociclib+letrozole is found to be a dominant therapeutic option over palbociclib+letrozole in 83.30% of the simulated cases. In 16.70% of the simulations, it is a less effective and less costly option. No simulated cases emerged in which the therapeutic option of ribociclib+letrozole is more costly than palbociclib+letrozole ( Figure 4A ). Considering the willingness-to-pay thresholds most commonly established in the Spanish setting (from €20,000 to €30,000/QALY gained), [42] [43] [44] 99.85% of the PSA simulations were found to be below this threshold ( Figure 4B ).
Discussion
In Spain, as in other developed countries, 45 there has been a recent decline in breast cancer incidence rates, mainly attributed to the implementation of screening programs. 46 However, breast cancer in Spain remains one of the most common neoplasms and the major cause of mortality and morbidity among women. 1, 46, 47 Given the increasing health costs and the budgetary restrictions of the Spanish NHS, economic assessments may be a useful tool to quantify the use of resources derived from competing therapeutic alternatives in the management of diseases that incur high costs, such as HR+/HER2-ABC.
Economic assessments of innovative treatments for the first-line treatment of ABC can be found in the literature, [48] [49] [50] [51] [52] [53] [54] [55] together with findings published by health technology assessment agencies. 56, 57 However, this study represents the first economic evaluation that compares the use of different CDK4/6 inhibitors in the first-line treatment of ABC according to the Spanish healthcare setting.
The base case analysis showed that, without taking into account the confidential discounts applied to drugs reimbursed by the Spanish NHS, the use of ribociclib+letrozole vs palbociclib+letrozole in the first-line treatment of HR+/ HER2-ABC in postmenopausal women would increase the clinical benefit with 0.437 LYGs and 0.285 QALYs gained, at a slight increase in costs of €439.86. This resulted in incremental cost-effectiveness and cost-utility ratios of €1,007.69 per LYG and €1,543.62 per QALY gained, respectively. Considering the willingness-to-pay thresholds most commonly established in the Spanish setting (from €20,000 to €30,000/QALY gained), [42] [43] [44] ribociclib+letrozole would be a cost-effective treatment option compared to palbociclib+ letrozole in the first-line treatment of HR+/HER2-ABC in postmenopausal women. The sensitivity analyses conducted to evaluate the uncertainty of the variables and assumptions 
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Ribociclib cost-effectiveness analysis in the first-line treatment of HR+/HER2-ABC (Continued) This model has a number of limitations, some of which are inherent to pharmacoeconomic modeling, the structural rigidity of which makes it difficult to simulate precisely the real clinical progress of patients. Partitioned survival analysis models are conceptually similar to the state transition models. However, they differ in the way the state membership is determined. In state transition models, state membership is usually determined by the transition probability matrix. In the partitioned survival analysis approach, the state membership is determined from a set of non-mutually exclusive survival curves. Strengths of the partitioned survival analysis derive from the direct correspondence between frequently reported time-to-event endpoints, such as PFS and OS, and the survival functions used to estimate state membership. This promotes model comprehension, communication, and construction. Moreover, partitioned survival analysis models each survival curve as a function of time. This makes it straightforward to reflect any time-dependencies in the event rates, or treatment effects on event rates, of each survival curve. Thus, partitioned survival analysis generally provides accurate predictions for the within-trial period. In addition, partitioned survival analysis can be implemented using the individual patient data. The limitations of the partitioned survival analysis approach stem from its fundamental structural assumption that the survival endpoints are independent. The assumption that the modeled survival endpoints are structurally independent is potentially problematic as there are a number of dependencies between the survival endpoints. For Abbreviations: aEs, adverse events; CDK4/6, cyclin-dependent kinase 4 and 6; CR, complete response; hR, hazard ratio; iCER, incremental cost-effectiveness ratio; iCUR, incremental cost-utility ratio; lY, life years; lYg, life-years gained; lZE, letrozole; Os, overall survival; PD, progressed disease; PF, progression-free; PFs, progression-free survival;PR, partial response; QALY, quality-adjusted life years; SD, stable disease; Δ, differential. 
Univariate analysis results
Scenario
Δ Cost (€) Δ LY Δ QALY ICER (€/LYG) ICUR (€/QALY)
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Ribociclib cost-effectiveness analysis in the first-line treatment of HR+/HER2-ABC the within-trial period, these dependencies are reflected in the data and therefore should be closely reflected in the partitioned survival analysis results. However, beyond the trial period analysis, dependencies between endpoints are ignored with potentially important implications for extrapolation. Some work has attempted to overcome this limitation via the development of statistical models for extrapolation. However, the proposed methods increase the role of subjectivity and only informally reflect the full set of available information. The lack of a link between clinical endpoints also limits the clinical plausibility from the generated extrapolations and limits the degree of scrutiny of sensitivity analyses. Therefore, assuming independence between endpoints may reduce the value of PSA as a means of quantifying decision uncertainty. 58 In this analysis, long-term extrapolations had to be conducted given the limited follow-up period of the available clinical trials. For this reason, alternative parametric distributions were considered for long-term survival curve modeling. The results of this sensitivity analysis showed some variability from the base case results. However, in all scenarios tested, ribociclib was shown to improve clinical benefit and, considering the commonly established willingness-topay thresholds in Spain, proved to be at least a cost-effective treatment for the Spanish NHS.
One of the strengths of this study is the application of a previously published model. 29 The methodology of this partitioned survival model has also been developed and validated in previous economic assessments submitted to health technology assessment agencies. 56, 57 Given the lack of randomized clinical trials comparing CDK4/6 inhibitors head-to-head, the treatments have been indirectly compared on the basis of their respective clinical trials. Baseline patient demographic, clinical characteristics, inclusion and exclusion criteria from clinical trials considered in this analysis were in detail presented and validated within the expert panel. Despite the mounting evidence regarding the variability between testing modalities and thresholds, patient HR+/HER2-qualification is similar between the assessed clinical trials: Among MONALEESA-2 eligibility criteria, HER2-negative breast cancer had to be defined as a negative in-situ hybridization test or an immunohistochemistry (IHC) status of 0, 1+, or 2+. If IHC status is 2+, a negative fluorescent, chromogenic, or silver in-situ hybridization assay was required by local laboratory testing. 23 Likewise, in PALOMA-2 trial, HER2 status had to be determined by the US Food and Drug Administration approved assays. Commercial kits considered as acceptable for fluorescent, chromogenic, or silver in-situ hybridization assays are detailed in the PALOMA-2 protocol. 24 Finally, in the PALOMA-1 trial, HR receptor status was determined by routine IHC, whereas HER2 status was assessed by either fluorescent in-situ hybridization or IHC. 25 The MAIC technique was adopted in the base case analysis because it incorporates individual patient data and can be used to address a number of limitations related with indirect comparisons based solely on data aggregation. MAICs are useful for resolving significant differences in patient baseline characteristics, for resolving differences associated with the definition of clinical responses, for reducing the sensitivity of the measurement of the effects, and for allowing the comparison of clinically relevant dosing schedules. 59 By using MAIC from the ribociclib trial, patients were selected on the basis of inclusion/exclusion criteria specified in the palbociclib trials and were reweighted to match baseline characteristics reported for the palbociclib trials. 28 However, as a sensitivity analysis, the results of using an indirect comparison without considering the individual patient data (ie, without the MAIC adjustment) were assessed. The results of this analysis reported a more favorable result for ribociclib, which combined with letrozole would represent a dominant therapeutic option for HR+/HER2-ABC postmenopausal women compared to palbociclib+letrozole. This represents a strength of the present analysis, as it indicates that considering the MAIC in the base case analysis provides not only methodological advantages but also a more conservative approach.
Another limitation is the use of data from the UK for health state utilities, but this is a common limitation in Spanish economic assessments, given the lack of national utility values, specifically in postmenopausal women with ABC. Moreover, ribociclib+letrozole remained cost-effective compared to palbociclib+letrozole in the scenario in which the results of the EQ-5D-5L quality of life questionnaire from the MONALEESA-2 study were used to estimate the utility values of the PD health state.
The use of resources and economic parameters validated by the Spanish expert panel were modified by ±20% to capture and simulate possible variations in clinical practice. The resulting sensitivity scenarios showed a low dispersion compared to the base case results. This supports the robustness of the analysis by suggesting that the results presented a low sensitivity to possible scenarios derived from the clinical variability.
The wastage associated with palbociclib, although it favors the results of the analysis, was based on experience in real clinical practice in postmenopausal women with HR+/ HER2-ABC receiving palbociclib. As shown by the sensitivity analysis when wastage was not considered, the variation on incremental cost remained relatively limited, indicating that its inclusion or exclusion from the analysis does not alter the conclusion.
In contrast, the results and conclusion of this analysis were highly sensitive to variations in the cost of the CDK4/6 inhibitors evaluated. This, along with the uncertainty of the prices reimbursed by the Spanish NHS, supported the conduction of the price parity scenario between ribociclib and palbociclib, along with the ad hoc sensitivity scenario which 
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Ribociclib cost-effectiveness analysis in the first-line treatment of HR+/HER2-ABC describes the impact of varying the differential cost between both CDK4/6 inhibitors. After reductions of >0.50% in the price of ribociclib, the first-line treatment of choice for postmenopausal women with HR+/HER2-ABC would be ribociclib+letrozole, since this would provide greater effectiveness together with economic savings. The degree of dominance of ribociclib over palbociclib, both in combination with letrozole, would be more marked in the scenario of price parity, in which the economic benefits of using a CDK4/6 inhibitor plus letrozole would result in savings of €16,321.32 per patient treated with ribociclib+letrozole compared to palbociclib+letrozole.
Conclusion
The results of this cost-effectiveness analysis show a greater benefit and a slightly higher cost for ribociclib vs palbociclib, both in combination with letrozole, in the first-line treatment of HR+/HER2-ABC in postmenopausal women. From the Spanish NHS perspective, taking into account the willingnessto-pay thresholds commonly established in the Spanish setting, ribociclib would represent a cost-effective alternative therapy compared to palbociclib. The limited dispersion of the sensitivity analyses demonstrates the robustness of the results of this appraisal. After deductions of >0.50% in the drug cost of ribociclib, the treatment of choice would be ribociclib+letrozole because this option would be dominant (greater effectiveness and lower costs) over palbociclib+letrozole. In scenarios of price parity between both CDK4/6 inhibitors, the economic benefits of using ribociclib+letrozole compared to palbociclib+letrozole would yield savings of €16,321.32 for each postmenopausal woman with HR+/HER2-ABC treated in first line with ribociclib+letrozole compared to palbociclib+letrozole.
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